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I Av1 Ashkenam, Ph.D. declare and say as follows -
. 1 am Director and Staff Scientist at the Molecular Oncology Department of -

’ Genentech, Inc., South San Franclsco, CA 94080

2. 1 Jomed Genentech in1988 as'a post”&ocforal fellow Since then, I have

: _’mvestlgated a vanety of ce]lular sngnal transduction mechamsms, mcludmg apoptOSIS and have .-

developed technologles to modulate such mechanisms as a. means of therapeutic intervention in
cancer and autoimmune dlsease I am currently involved in the i investigation ofa series of '
secreted proteins over-expressed in tumors with the aim to identify useful targets for the
development of therapeunc antibodles for cancer treatment.

3. My scientific Cumculum Vitae, including my hst of pubhcahons, is attached to

| and forms part of this Declaration (Exh1b1t A).

4. Gene amphﬁcatlon isa process in wh1ch chromosomes undergo changes to.

~ contain multiple copies of certain genes that normally ex1st as a single copy, and is an 1mportant
* factor in the pathophysxology of cancer. Amphﬁcanon of certain genes (e.g., Myc or Her2/Neu)
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gwes cancer cells a growth or surv1val advantage relanve to normal cells and m1ght also prov1de_»

a mechamsm of: tumor cell resistance to chemotherapy or radlotherapy

5.. -If gene amphﬁcatlon results in over-expressxon of the mRNA and the "
correspondmg gene product, then it identifies that gene product as a promising target for, cancer
therapy, for example by the therapeutlc antlbody approach. Even in the absence of over-

expressron of the gene product, amphﬁcatron ofa cancer marker gene - as detected, for example,' . ‘
: by the reverse transcriptase TaqMan PCR or the fluorescence in situ hybndtzanon (FISH)

_ -assays -is useful in the diagnosis or classification of cancer, or m predlctmg or momtonng the.
- efficacy of cancer therapy -An increase in gene copy number can result not only from

' mtrachromosomal changes but also from chromosomal aneuploxdy Itis 1mportant to understand

that detecnon of géne amplification can be used for cancer diagnosis even 1f the deternmanon
mcludes measurement of chromosomal aneuplo:dy Indeed, as long asa srgmﬁcant d1fference

- relative to normal tlssue is detected, it is nrelevant if the srgnal origipates from an mcrease inthe

- number of gene coples per chromosome and/or an abnormal number of chromosomes

6. I understand that according to the Patent. Ofﬁce, absent data demonstratmg that

.the increased copy number of a gene in certain: types of cancer leads to mcreased expression of

1ts product, gene amplification data are insufficient to prov1de substantial utrhty or well .
estabhshed utility for the gene product (the encoded polypepnde), or an antlbody specifically.

bmdmg the encoded polypepnde However, even when amphﬁcatlon of a cancer marker gete

" does not result in s1gmﬁcant over-expressmﬁ of the correspondmg gene product, this-very
“absence of gene product over-expressron still prowdes’sxgniﬁcant mformanomfor cancer A

- dlagnosw and treatment. Thus, if over-expressron of the gene product does not parallel gene

amphﬁcatlon in certam tumor types but does so in others, then parallel momtprmg of gene -

. amplification and gene product over-expression enables more’ accurate tumor classification and

herice better determination of sultable therapy In addition, absence of over—expressmn is crucial

‘information for the practicing clinician. If a gene is amphﬁed but the correspondmg gene
_ product is not over-expressed, the chmcmn accordmgly will dectde not to treat a patlent with

agents that target that gene product. .
7. 1hereby declare that all statements made herein of my own knowledge are true

: and that all statements made on information or belief are believed to be true, and further that

these statements were made with the knowledge that willful false statements and the like so



. ud

BY /’m/l‘/"\LMém - Dat; g Q/fo’/o'>

. svassmivi
. 9/12/03 3:06 PM (39780.7000)
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Avi Ashkenazi, Ph.D.
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- "made are pimisliéﬁleby— fine-or iniprisoninent, or both, under Se'ctidn 1001 6f Title 18 of the
. United States Code and that such wﬂlful statements may Jeopardlze the vahdlty of ther
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